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[»#.3C 4 ] 1 IB® <D # y * 9 M<D®$"< 7* K * tt* ©*. 

5 ] i fas© zyrttmatc izm&m 4 ^ k & 

[ft 6 ] D N AT' & 5 V * * K. 

i-S^^5|B^©DN A„ 

[»#«8] ®#J## : 1 1 *fcfc*ffl#I## : 1 2T?*t»a*lS«SIB^J&-& 
ftS»M5fai©DNA 0 

3] fM6|Bt©DNAm tT&Sgl, 
C»#3C1 5] »^lfa^©^>A°^K : fob<lM^4SB^©^^^ 
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[fMi8] 6|a«©x* y-n>$r#8s*fcittt#3U 7SB^© 

©at. 

9] MAl 8fB^©fbiT^*fctt*©&&^bT&S^. 

m©^^u-->^^o 

[t^2i] »*3S-5ffi«©)Ky FStf bt&s, stalls 

«0*>^^*»e^©»^&ffi^*fcttifi*^*^ft*fett*©ft©^^ u 

C»#«2 2] »^2 0fB^©X? y-->y*a*feW:»*S2 1|B«© 

x*y-->?7§3f>y h&fflv\T»e>tis, »#«isa«©*>^f ft*^© 

[fM2 3] .tf:ftg2 2fEI£©fb^%£fc&^©&£^^T&S^I ( , 

CSt#«2 4] 5««©m#&#*bT38iS^Wflll. 

[»# A 2 5 ] St^A 1 5 SBil© Jfift mbt^S ES3£. 

[fM2 6] MAI 5B«©«S#&fflv>*ii:S:Wllii^Slt**l«« 

[MA 2 7] i#«2 6fB*©£4:£&&ffiv^££M#«i:i-SMAi 
fa^©^>;^3a©«8ti^M^1-«^B©^^o 
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o 

C»#«3 0] 8|5«0X^y-->^^*fel*»^2 9|B^tf> 

&m$. fcizmw? tc&^&m.. 

[0 0 0 1] 

u ig* * y - - > ^#&t*# e> n § it&mte z*m&t & = 

[0 0 0 2] 

o fll^mii^Ki, /Mil (m®) **6»*A<H«tJRS*i, WJrt&ftTIflWcRy 
, fltJfffi?f*K:^IISS*iS(»Jff*at). #fta^fn-^-WXtt, ^ 
**©3i/*^n-;i/;i£ttT*fe<, Jfi Jff#3g<z> IB*f« C J: o T % 7 -f - y * 

2oHJg§*lT;fcy» NTCP (Na+ / taurocholate cotransporting polypept 
ide) tt^JCffFB|T?^|3SL/ (J. Clin. Invest., 93#. 1326-1331H. 1994^) . 
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I SBT (Ileal sodium / bile salt cotransporter) \t±KmM ■ W81"t?$§3l 
UTV^S (J. Biol. Chem., 270^ 27228-27234H, 1995^) 0 ISBTJCSb 

I^$*lTV^ (J. Clin. Invest., 99#, 1880-1887K> 1997^) „ 
[0 0 0 3] 

[0 0 0 4] 

t M S BT£4 4 %©*BlilM£fc3*U ^ h U ? A|fe#ttffi?faft h 9 

& %m •* z. n h ft s o 

[0 0 0 5] 

(2) 'l^fcaftSy^yHSEJ&^'t&tirffi (D fS«<Z>#> 
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(3) u#i##: 1 4T*mt>t<ti&y § swmm&'&m't&tm (D mmo* 

(4) mm (i) saiRcD^^/t^jRcDfip^^Kajfett*©*, 

(5) ttrsa (i) mM<D$yrt*n&t~iZmm (4) aa«©»^^K&3- 
K-t & # y 5? * u*^ k z&m-tz # y * * k, 

(6) DNA^feSltfiH (5) B«©*y5l^l/^K, 

(7) ®J#I## : 2 *fcfcfcK#f#-lf- : 1 3 S *l * *S18^I & ^* S ISfflB 
(5) SB«©DNA, 

(8) fB#I##: l.l*fettBB^a##: 1 2T?m>3*U*£3£ffl^&^rr<&air 
IB (5) SS^CDDNA, 

(9) ItfgH (6) IBiODD N A S:tttSiffltx.^i' ^ 

do) mm o) mmnmmit^? & - T*mmfcmznt~]&mmMft. 

(i i) am (i o) mm<Dmgtmm<b*mmL. mm (D fa«g©*>/t*ft 
££&iiufB (4) k&s-/*, wm^Ltb, z.frz%m*z>z.n 

*tftmk?&mm cd mm<D$yA?m%v<itmm (4) ib*©^^^ 

(12) ttfsa (i) sa«©*>^^K=bL<tta&iB (4) mm<DB&«zf?-F$. 

(1 3) mm (6) iB«£>DNA£^LT&.5gag, 

(1 4) tsfiB (6) mm<z>nNA*<£misT&z&mm* 

(15) a&sa (i) mm<D*>rt#g.%L<\,tmm (4) aa»©»^y^ k* 

(16) Mia (i) mm<z>*>rt?n*>is<\tmm (4) ga«©ap^^K* 
fe tt^-om^x * y - - y mm. 

(i 7) mm (i) mm<z>*yrt#n*)L<itmm (4) sb«©9j^^k* 
fett-eoftmbt!fe«, luia (i) flB«<z>*>^**%L<w:airflB (4) ia 
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(i 8) mm (i 6) ga«<z>x* v--yy%mitr=.i*mm a 7) mmox? 
v--yym*cv b&j5v^#e>*i<gK msb (d mm<D*y/wM.*)L<i,*m 

(19) msb (i 8) ga«©^%*fe»^©^^^^T^^E^ . 

(20) mm (4) sa^o^y i^:*^K£jsv>£rt£#$ti:-f mm ( 

y --yy^rn. 

(2 1) MSB (5) IS^CDjKU WKmtt^S, MSB (1) SB«tf> 

(2 2) MSB (2 o) mm<D*>7 v--ytfj$m&r=.temm (21) mmox* 
v--y>rm*v h&jBwt#e>;n<&, msb (1) ia«©^>A^^5t^©is 
^ & {git * « mm? z> tt&m $. r=. & * <z>m> 

(23) mm (22) mm<niki$m&t~\**<»i&*^M\sXt£z>fem, 

(24) Mis (1 5) mM<z>ffiifcz&mvTtez>wmm. 

(25) msb (15) mm&ffiikZ'gmLTte&B-m. 

(2 6) MSB (1 5) IBi|^m#:£MV%£3££#3i££^3MSB (1) mM<D* 
> A* ft 

(27) MSB (2 6) mm<z>feMjjmzm^z>zt.it!®m£~?z>mm (D sb*& 
(2.8) msb (i 5) mn<Dffiib*m^z>z-£z>&m£~? s> msb d) sb«© 

(2 9) MSB (1.5) ffi*©fft#&*£#U"rfcS, MSB (1) IS«<Z>* 

(3 0) msb (.2 s) sB«©x^y-->ef^r«s*fcttifria (2 9) sb*b©;** 
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y-->y»* y h$rMv%T#6>ti§, mm (i) mma>* >/**M<Dmm*m 
(3D mm (30) mm<D4t&m$ifci$?<DM.z^LTtez>mm&¥zm& 

[0 0 0 6]. 

tyy, i^;i/^if) (Dmm (.Mz.it, stmm. mmm. nmmm. 
yvyfflM, Bmemm. -wmmm. tvytfv&mm. ^y^fjv/\y^mm. 
m&mm. ±&mm. ^mm. ftj&mm. vmmmm. mm^mm. mmmm. 
mmm. mmmm. &mmm m. ^07?-^ Tame, Bmm. ±*=l^ 
ji^^-mm. mmmm. w*m. ftmmm. &mm. mm) . umm. mmm 
m. itmm. *mmm* mmm. %mmm. mmm^i,<itmMm 

m. £t~itzne>mm<Dmmmm. nmm%v<it^ymm^^) %>o<i4-e*i 
b<Dmm&&&*?&%>*>\Pzffim. ffl%.&. m. m<D&%m m. mm. mmm 
. ±mmmm. mm. mm. mmr®. mm. *m) . mm. rift 

. mm. mu mm. &mm. ¥««u m<n$. itm. mw. &m. 
m. mit® m. ±m. **) > stm. >m. mm. mm. mrm. *mik. m 
&m, #a, wm. mm. mm. ^m^^izm^^^y/^^nx 

[0 0 0 7] 

> : 1 T*mt> t*n&r$; mmm urn 5 0 %&>±. ^b<«iS7o % 

&_L, «fcy»*t<tt«&8 o%jkji, ftizftt L<tt*&g 0 %JB>l_t. 
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nmmzm-oTsjmmmz&mL. rag**: lx-mztizyssmmm* 

0%£U:, £y$?£L<TO8 0%J£Ui % #lc#£ t,<^9 0%j£Ui, Sfcgf 

mMX'&^^t^m-to Uc^ot, ffi^0D©^|^# («, jfto. 01-1 
00 ^ #£KfcM$0. 1-10^ «fcUiJ3 : *b<{±0. 5~2#) 

fc£. Am. J. Physiol., 274#. G157-169H> 1998^lCfB^©^* fc&^*UC!p 
[0 0 0 8] 

##&J8T*^P>;ft£#;y/1?g£;L,T&, Mx.ti, (i) IB#|## : 1 
*fci«^rj##: 1 4T?^$tiST^ ymiB^JtfCDl *fett2MJ^-h (Ii«l 
~ 20 °ii^ #£L<i*l~l 5 0IIE ^L<ttl~ipo«lE 
^L<i±l~5 0IIE ^b<ttl~30lIE Uil<ttl~10l 

mm, zt>iz&£L<itm a~5) ^) ©r^y^^bfcyi* ^ib#k 

(ii) @B^J#-^: lT^$tlST^7mWJiCl*fe}i2MJ«_ti («Aifl~2 
0 OfilE f*b<lil~15 OfliE ^^l<[il~10 0f@;g^ 
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Klil~5 0iiE ^Uttl~30fiE ^Kfil-lOfil 
. $e>Kl^*L,<ttg5t (1-5) OTSSMtftftoLfrT^JWimPL (ii 
i) iB^J^: 1T^S4XST5 7^SS^JJC1 ££&2«<Jt («jfctfl~2 0 
0fi ^» *F*L<ttl~l 5 #£L<&1~1 OOilE 

<m~5 0liE #*L<ki:l~3 Oflitfg^ #£L<&1~1 oim 

t,<te|gt (i~5) #) or^MAStifcy^ii^ (iv 

) @B#[##: lT^$ti^r^y^@B^r|tfi<z)i^fe}d:2^J:.(M^«l-2 0 

<«i~5oiiE &&v<iti~3 ommm. ^k»i~ioiie 
$e>fc^^u<«is: (i-5) m) <z>t$ JMi$m<z>T$. ;MT*mmznfcT$. 

[0 0 0 9] 

*yntfite. c^tfujistfirSsjim (-cooh) , (- 

COO") , 73 K (-CONH 2 ) *&ttx;*5VU (-COOR) (OV^tlT?* 
r^T'XXr^HC^WSRiibtft «^ tJ% n-zfUVJU 

*3/|/-M &*UTV**»^ UKtftri/jimftTS. Kfl5*fcl*3i^^fl;a 
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i_ 6 r^/*y>f^*^<z)c 1 _ 6 rs//i/3S3&if) -e^stirvNs*,©, ^#^t*w 
ft©r^Sg©Mt_t(z>ggi« (flAtt-oH, -sh, 7^;& >f^*v- 

#2&WT?mv^*i£#>A*^©J|#M£LT«:, ffiMf : IT'S 

[0 0 10] 

< til o oig(±, b<tt2 o o flJK±© 7 $ ;1MB?![ <5*y^ 

ffi£A± (*?;§: L<&, l~10fiE 3 b<«Ht (1 -5) ffl) 

*»Jff*b<ttl~10«lK, 3&JC*F*L<1*« <1~5 
*U<tt, i~2 0im «fc'Jff*t<lii~ioiiE 3&fC#*b<a: 

ft (i~5) M) or5;»««#Asn, -eor^ y^SB#jttJ©i 
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#J&C^T#J>U:iU Hl~2 8#g. I9 9~12 9t@, Hi 8 0—1 9 3# 
12 4 6-2 8 6#@©7S ^M0!J&***'*W Kfeif^fetf&tlS. 
[0 0 11] 

ooh) (-coo"V «riBbfe#»tf*eJS 

V^tlS C*«^r5 K (-CONH 2 ) ££&:nx^;i/ 

(-COOR) Tf&oTfcJcV^ 

,#^: 1 ^StlSr^ </MB8ftC£vvrftl~2 8#B, H99~129f I 
, ||18 0~19 3#@ > ||2 4 6~2 8 6Sg07^;^ffi^iS:tt5^^f 

[0 0 12] 

3MgS*i*l& («, ^f&g («, T^/*U^M») 

uxtt, MAfi mmm (Mx.it u>», «mxi, mm t&m.. 
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^yHyxfrfryM) Z&m^bti&o 

T«3frrS£i:*n?g<&u #>/^g£:3- KtSDN A^^f d^Kfijft 
*> r £ ic J: y jf&qt in £ r £ # £ s . 

[0 0 13] 

, ^>xhku;i/7^ ymm. **/vmm, 4-Kypjv^^-y^yp^ 

Tfrn-jvmm, 4-**J\y<yX\zFVJ]sT$yffim, PAMffig, 4-t:K 

, 4 - (2' , 4* -^h^i/7x^l/-tKn^^^) 7aiy^>>^fl| 
, 4- (2' , 4' -i?^ h^^7i^-Fmo c7^ ;xf ^/) 7i^J/ 

^ Fitbta, dcc, n, n* -v^yzfu\^;vitjj]y^V4 ^ h\ n-x^ 

1 2 mtE4# 2003-3010232 




#2002—0 15995 



r in e> jc £ s ssttft jc ii ^ -fe ^ fowmmam mz.it. hob t, hoob t ) 

B t x^^^fe^VNliHOOB t ix^j; bT&e>;fr D#>^MT^ ^CDfg'ffi 
C.0014] 

n y K>fc*r©»r^ fm. m.ih*^\sy, ?u nMJ±%t£<D/\uJfyfcmk 

hm tfy^>, ^^-=3p-9->, ^h^t: Fn^^^^ifOx-^ 
;i/S> r-feh-hy;i/, ^n^-h'JMHo^h'jjn, Mf^*^;b, mm 

urn a * m^&mmfcm K&mztift&z.ntfifae>tox^&mmfr*> »Jt 
ssmmmmzmigi. 5~4m&m'?M^bti&. ~ynFvyR&&m^it 

[0 0 15] 

l!|4©T5;S©^iailbttt, M;ttf> Boc, t -Ky^fy***/ 

jJf~;K ci-z, Br-z, t #-?y?-M*ci/i3)vm-)\,^ bvyjixuT 

>^ ^sT-ok Fmo c&^#jgv^;n£o 
*;i/^^r^;Hlt (Mx-t*. 
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^/i/x^/mo , r^/u^/i/M^/Wfe 'OSM/x^tTI/, 4- 

-N0/<>^>X7f^ .4 h^'OS^l/Xy^/K 4-^nn^>s?;i/ 

^uyy(DZ7^j-)\ymmm<Dummiihx\t. m?tix, b z i, ci 2 - 

Bzi, 2-—hns<yi?ji^ Br-z, t -^jv&iftfm^btiz. 

txf ^x?)^ ^ ^^/-;i/®«iSi: ittt> Tos, 4-^h^s/ 

-2, 3, 6 - h y *?-)i>KyM yxjifr-ji. dnp, ^>^;i/^-=¥i/^^;i/ 

, Bum, Boc, Trt, F m o c #MV> e>*l£„ 
[0 0 16] 

T K, fSttx^f^ Cr;i/n~;i/ ^^nn7i;-;i/ ( 2 

, 4, 5-hy^nn7x;-;K 2, 4-i?-hn7i;-;i/, S/7y>*^;p 
T;i/n-;i/, ;^-hn7i;-;K honb, K, n 

-t FD^>>7^M * K\ HOBt) il0l7,f^) fc£#MV*&*l*. 

««a£©l»* (IM) Mi:bt}t Mill P d -M&Sv^iP d -jKH«i 
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7>f K, 1, 4 s?^- *--/!/, 1, 2 -:n#>>;^>r-;v&£<D <fco&y 

■s y;i/# y ®stc * o r % sst^ $ ti § . 

[0 0 17] 

^ K C 5fc$8© # ;i/>tf * 2//i/3S©fi&«£© # £ b £ # > /n° ? g * &gp# xi 
l^itSi^T'MOD^V/^f^fc^^f F075 KftS#5Iil^ 

7^;i(Da-*;i/j|?^^i/S^icD7;i/=t-;i/lhi^b75;ix^f;^ 
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[0 0 18] 

, jstf® (a) ~ (e) izmmztittmtfmif e>tis„ 

(a) M. Bodanszky £J;t>* M.A. Ondetti, F • (Peptide Syn 
thesis), Interscience Publishers, New York (1966^) 

(b) SchroederiS J: t^Luebke, if • /<7& F(The Peptide), Academic Press, N 
ew York (1965*£) 

(c) mmmw&. *~ff FOttftnmmtmm, (197550 

(d) xmmm &*&mm&^ gut^mmmm 1, ^^^ro^iv, 

205, (1977^) 

(e) frmmmmm, mmmsh^m^. mm. i-?* F&m, mmmm 

[0 0 19] 
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Mmis&mm • ilM0cDNA7>fy7y- ^DNACDV^tn?*).^ 

o 

totalRNAtfciimRNA £ fggg b % © & M V \ X AgcRever se Transcr ip 
tase Polymerase Chain Reaction (£AT. R T-P C R&t. Hg#t*5) &Cj:oT 

.^weffiv^nsdf^A^RSrn-K-rsDNAiibTti, (i) k 

©ttRm**w^«&3-FnDNA, (2) se#j##: i3T?*an 
4 Testis 7$smmw*&%?z*>rt#&tm&mzmn<z>&n*:ii-t2> 

#>A#^£=i- FfSDNAT'^^O^CDt^^V^ 
[0 0 2 0] 

I3^IS# : 2 T?S S *t £ t&SIB?!! ^MXh'J>^x>h &-&#T T* A >f :/ U 
^Xt'§SDNAi:lt}l : 2 T?*Sn**SBB^Ji:*&3 

oroJ^Ji, ^l<»lij5 0%JK±, 3 6>&C#£b<«:il&6 0%J£U:> 
Klj;i7 0 %j£U:, * b < ttffl 8 0 %J^_h, fi b < 9 0 %&s 

±©«Bfffi&^ , r*ati6BB^s:^'r«DNA3&ir*sMv%e>n«- jittwtcau 

'J^^tSDNAtbtlt K#J##: 13t^$ti5MIB?tIi: 

li)3 0%a±, ^L<»l!l5 0%W±, £££»i;b<$*^6 0%J£Uu j:y 
#*b<tt*&7 0%J£U:, #iC»*b<«^j8 0%J£Lt> .*%#*b<ti:iKr9 0 
%JK±CDfflHffi&* , r **a£iB^I&^"t-S D NA& ifjWS 6> *l£ 0 JUfclftfC 
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^l/^F-rL^— • ^n— — >^ (Molecular Cloning) 2nd (J. Sambrook et al., 
Cold Spring Harbor Lab. Press, 1989) fCfB^0D#&& if tC^o T?T&e> 3 £. 

/W X h U l/V^y ht£0kfr£lt. tt&tf, ± b V V l*mmtfiffi 1 9~4 ;om 
M, ^L<tt|f|19~2 0mMT', 5 0 — 7 On, #£b<&$j60 

~6 5°C(Z)^#5:^-r o #&C, thU^^il^l 9mMt*fiI^6 5TC0 

&3-FfSDNAi:tTH ®5#f## : 2 T**3 *lSf&S@B#I£#;£1-& D N 

1 4 Testis jwmn^m-t^^y^^^n- k-t 
sDNAiiutd sb^j#-^: i 3 -emznzi&mmFJz&m-t z> d n a& 

[0 0 2 1] 

sb u fejmjss • mM&ma> cdna, turn v r^mm • mmm^o cdna^^ 

## : 2 *fcttHB8J## : 1 3 *l £ £ S D N A(D— gPrfr&W 

tSDNA, ££&1!3W§-: 2 £ fe&SB#J## : 1 3 7?^$ *l5&g|B#f £/N 



1 8 



2003-3010232 




#2 002-015995 



[0 0 2 2] 

NA©*D-->^fcitm^<Z>^WC£^T& v ^^fc^C*^©*:^ 

^^>f« 7 -$ : ^VxTPCRi£lC<fcoTJii|i'rS*\ tfelil^ft^f^-lCffi* 
a/ufc*DNA&^^CD^>A^®0-aS^>SV>tt^I^5:=I- K-T SDNAUfT 
# =fo b < ii^D N A & /B V^TfRSB b tc % (D £ <D7\J Zf U £V if - Is a > IC J: o 

^_ . ^p — - >£f (Molecular Cloning) 2nd (J. Sambrook et al., Cold Sp 
ring Harbor Lab. Press, 1989) ICfB^©:??^ H&Ct£o T<fr& 3 Z. HtfT'^Z 

DNA®SSiE?!l0^itt> PCRWO^f^K Miil Mutan iU -super 
Express Km (80 ) > Mutan™-K (SS5t ) ^£#VnT> ODA-LA 

PGR^Gapped duplex&^Kunkel&^<D4^(Z> VMi^tl £ &C*£ C S:fr& 

T*££ 0 KDNAtt-ecDS' 3fc«fflK:«tRW&:3K>fcbT©ATG&#U * 
£3' ^ffiJtCttlSIRj^iLn K^tbtOTAA, TGA*fci*TAG£^LT 

n-Ki-SDNAAv&BWt'TSDNAIIf^rSr'WyfflU (n) tDNAHr^l: 
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[0 0 2 3] 

^*#-£:LT&, *M®£l3fctf>:^X^ K (W* PBR322, pBR32 
5, pUC12, pUC13) , |S$i^fi!)^^K.(E pUBllO, 
PTP5, pC194)., 8*fl*^7^5 K («, p S H 1 9 , pSH15) 

, A*=lU yjJlXteif<DW}y!)?JfrXte£<Dl&. pAl-11, pXTl, p 
Rc/CMV, pRc/RSV, p cDNAI/Ne o ftift)^fS^^^>tl^> a 

£t LXm^^M^lt, SRaZ/U^:-*-, SV4 07Q=e-3t-, LTR7 

n^e-*-. cmv^d^-^-, hs v-TK^a^-#~£if##&f£;ri£ 

o 

me>0o^ cmv (-9--T N^^*a^-r;px) ^n^e-*-, SRa^a^ 

P^CZ^-*-, Hc^D?-^-, r e c A^n^E-*-, XPL^U^- 
SPOl^n^E-^- SP027D€-^-, penP7n=E-^ 

^jW-s-e&s^-a-W:, PHOS^n^E-if- PGK^n^e-*- 
GAP^n^e-*-, ADH^n^e-^-^ii^W* l/V^ 0 i&£#S3uttHfin» 
#y\KU y^u*:-*-. pio^n^e-^-^^Wtuv^ 

[0 0 2 4] 

jKu a#*us/^;k 38^-*-. sv4oa«tyj?> (J£AT> s 

V4 0 o r i tftft-T 5 ft if bT =fe<D £M Z. t. tfT* 

§S. I^-A-i:bTtt ^HKniiSTniH (J£*T, dhfr 

5) (MTX) , T>tf^> 

fe^ (£TF> Ne o r i:WH9?-r&»-&^»S, G4 1 8fft) SWjStf&jns. 



2 0 
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#5C. d h f r3kfc*Xm^V'(--X/\&X2-ffiM*m^Xd h f rl^ 

& mf a • i/^>n/fg^ sue 2 • >>^-;i/fB#i& £\ 

[0 0 2 5] 

iJ/i'Jt 7 mm&MiifcW HLXlt. mX xJ/i'Jty-n'J (Escher ich 
ia coli) K 1 2 • DH 1 t?U I/ — Vy • ■ if • ±^3^-^ • 
5 - • Jtzf • <tM:n> WX • • if • rL-znxn:- (Proc. Natl. Acad. Sc 
i. USA), 6 0f, 160(1968)], JM103 [5? Uv # • TS' 
-yX • U-fr — (Nucleic Acids Research) , 9 309(1981)], J 
A2 2 1 t&V—f-JV'j-f'^UlczL^-'AjytuV- (Journal of Molec 
ular Biology) ], 12 0i, 517(1978)], HB101 {.Pv—f-Jls • 
*Zf • ^b^xL^- • A-f ?tUi?-, 4 1i, 4 5 9 (1 9 6 9)), C6 0 0 C 
*J ^%"r 4 V V 7s (Genetics), 3 9i, 4 4 0 ( 1 9 5 4 )] &£#JSV> e>tlS 

o 

• -fr^/l/;* (Bacillus subtilis 
) MI 1 1 4 24^, 255(1983)), 207-21 iV^—T 

To • -frz? • A4?t!r^X h U — (Journal of Biochemistry) , 9 5t, 8 7(1 
9 8 4)] &£#J§^k*l£o 



ffiltE# 2003-3010232 




#2 0 0 2 — 0 1 5 9 9 5 



. WMthXit. ^rvilU Y>f "fe^. (Saccharomyces cere 

visiae) AH22, AH22R", NA87-11A, DKD-5D, 2 0 B - 
12, ^^y^nv-ftX itf>s< (Schizosaccharomyces pombe) NCYC 
1913, NCYC2 0 3 6, tf^rT X7> h U X (Pichia pastoris) KM 7 
lfcH#«V^;ft,&o 
[0 0 2 6] 

(Spodoptera frugiperda cell ; S f , Trichoplusia nifttp 

HftjfcGDMG lftlfiU Trichoplusia nitf)#|3ft5fcCOHigh FiveTM$Bfl^ Mamestra b 
rassicaeft^©MI&^fel±Estigmena acreafi5fc£>jifflfl£& £#MV* £> *l£„ tf-f 
;^^BmNPV©^tt S*^^b$HJ^ (Bombyx mori N $fffl& ; B mNii 
) &£#MVM*>*1.5 0 fffltlttt Mill S f 9mm (ATCG CRL1711 

) > Sf 2 IBM (&>±> Vaughn, J.L. > • (In Vivo) ,13, 213- 

217,(1977)) &£#/gV^*l£ 0 

(Nature) , 315 592(1985)} „ 

^?-«§CHO (£CF, CHO$WIS^I^Sa) , dhf rl^Sf-V^f- 

-xaax^-isscho (j^t> cho (dhf o mmn^m , 

V^XAtT-20, V^X^ nin- VlH^, 7»;bGH3, fc: h F L 

Proc. Natl. Acad. Sci. USA) , 6 9f, 2 1 1 0 ( 1 9 7 2 ) ^ *?- > (Gen 
e) , 17f, 1 0 7 (1 9 8 2)&ZKmm<D^mz'&^Tftte?ZiltfT*%Z> 

a 

[0 0 2 7] 

;i/ • 2?x*"r--f y (Molecular & General Genetics) , 1 6 8^f, 1 1 1 ( 
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1 9 7 9)%:ZlzUm<DJjmK.ft.vTftteoZ.t:&T~g& a 

B-&zmmmm?&izi^ *wx- ^ y • ^y*?^^uv- (Meth 

ods in Enzymology) , 1 9 4 #, 1 8 2-1 8 7 (1 9 9 1) , ^OJ/-S?> 
• *zf • If • ±t/a±Jb • Tij^rS- • • :n>*/>f X * • if • 
i-I^i- (Proc. Natl. Acad. Sci. USA) , 75 #, 1929(1978 

Mm«BJIS*fe»MmS:^«u^^Stc^ ^-ft/^;ns?- (Bi 

o/Technology) ,6, 47-55(1988)) & ifCIB^©^lC^o T=ff& 3 d £ #T'£ 

263-267 (1995) (5tiH*±S§fT) > tf-f D □ 3*- (Virolo 

gy) , 5 2i, 4 5 6(1 9 7 3)(c|HS0^ic^oT^9 r 

Sr^inbT^cfcVNo mM(Dp H^5~8^M* bV^ 
[0 0 2 8] 

xs/xU fcyM»&«#-r*IK©#*S£bTtt, «*.tf, #ifs 
;t5:^M9fi (Miller) , — ffr • tf:/ • x* y ^ >y 

• -f > • ^tly^p^.^— • S^x^t*^ V 9 K (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 —4 3 3, Cold Spring Harbor Laboratory, New York 

1972] tfft&L^o zziz&mz£V7u^-*-*%}m&<mfr j &z>f=.&> 



mil# 2003-3010232 



#2 002-015995 

m&ifirt*jbxMwa>&&* ^mitmnms o~4 otct*i!i6~2 4^^ 

(Burkholder) j&h&jfi CBostian, K. L. ^nS/— *?y#X'* 
-f • if • ^-^/3^;i/ • TiJ'r^ - • * 1M x>S/>f X • • if • n-^ix 
X- (Proc. Natl. Acad. Sci. USA) , 7 7^, 4 5 0 5(1 9 8 0)) ^0.5 
%#if^ JW-^M-tZ SD^i [Bitter, G. A. ^UJ/-S?> • -*~7 

• if • ti/at^ • y#^3 - * * iM x>*/>f X • • if • rL-xxm 
- (Proc. Natl. Acad. Sci. USA) , 8 1 «, 5330 (1984) ) ##tf*> 
tl-6. «iB©pHttJ|&5~8K:W«E'rS©^**bV^ «P*ttSi»#&2 0 3 

ace* s Insect Medium (Grace, T.C.C.,*^^- (Nature) ,195,788(1962)) 

M(Dj>mzffi6. 2-6. 4jcw«'r*<z>##*bVA. 2 7 tct**& 

~2 0%©J86JM#^]fc^£^tMV[EM^ifc Cif-f^>^ (Science) , 12 2f, 
5 0 1 (1 9 5 2)) , DMEM««J Ctf-f O D J>- (Virology) , 8^, 39 6 
(1 9 5 9)), RPMI 1 6 4 OigSfc —*-/!/ "if • T*V%> ' 

* -f # ;b * yy^X-i/a^ (The Journal of the American Medical Associ 
ation) 199 #, 519(1967)), 1 9 9«* (^nJ/-y>^'*^' 
if • Vif-Yx^-f • 7 3f- • if • ^-n^55j;i/ • (Proceeding of 
the Society for the Biological Medicine) , 7 3t, 1(1950)) teEtf 
JBV*6ft<5. pHttj»6~8T?a&S<Z>*«#*bV%. «tHlia«»b3 0TC~4 01C 
T^l 5 — 6 OBMflfTfcV*, j&5iK:j£BT»»^afc# 

2 4 mSE# 2003-3010232 




#2 002 — 015995 



[0 0 2 9] 

5»§m, ^<D^m'mmm^mwzm^t)^:rn^z>zt.^i:^^ a me> 

[0 0 3 0] 
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#2 002-015995 



[0 0 3 1] 

*n&fa&Z>wmfc. #$^ti:%Jc&#£*i,£ 0 t^fcfi£bTm#:jg£tg£ 
1S#>5£#>. %±yu^( y hT&3.Ay h^%±yu^y VTV=tAy h 
-£bT£J:V^ ^#^Mm2~6ii#lC 1 ft 2 ~ 1 0 tmSMffcftSo 

#ffa. ^ * ^ & e> *i & u 2 ~ 5 0 mz mm 

* fc a y > s »3t l , -e ti e> {c # * ti s j^&imflg & * & » 

lite a^^riilc J: y % ^y * n -^;i/*frftjg£/\>f k-v 



2 6 
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4#2 002 — 015995 



JlX*^y<D^m (Nature). 256. 495 (1975)] Kfe^mM? Z> Z\ 

£&t*%z> 0 m&mmmtvrit. mm. tfv^uz/yyn-n, (peg) 

[0 0 3 2] 

#itMllffaSfcGTtt, mm. NS-1, P3U1, SP2/0, AP-1& 
~2 0: lllt^y, PEG TOKfiPEGl 000-PEG6000) 

au o~8 o%mm<Dmmx*mm^n> 20-400, »*u<»3 0-37-0 
■ei-i oAtB4y*a*-h*&z£iz&v%#&<mmk&&mte'eg& Q 

m-ezztK mm. *>rt9Mffim*&m&z\<mm<b££%K.f&M2i*:fc® 

7^®i^ tt^f^«^n^y>tt^Mv%6ti*) *fe}^Df^f>A& 
flu*., Hffitcfc^Lfc^y ^n-t/i/iftSMtsm «£ftffi^n^y>«L 

« y ? n — rj\sffifa<z>m%m, &&&& wt^tuzm £ s#&&cf£o t*?& e> 

> 1-2 0%, ^*l<l±lO~2O%0mJifmRPMI 1640 

**u 1-1 o%®™iis:ttfGi t*mb (mftmmxm tm ) 

l*/W:7y K-7#ttM&jfiriffjgM& (SFM-l 0 1, BTkmm ($0 ) 

MvN§3i:^^^§ 0 mmumit. *i#2o~4o°c, ^t<}ii3 7tt$. 
§0 jg#Bm», »flit5 H~3 3ara, &$.h<izimm~2mmx'&g> a mm* 



2 7 



ffiSE4# 2003-3010232 




#2002—015995 



[0 0 3 3] 

(b) 9n—r)iffi{fra>mm 

&m<£ («, deae) y/i/saa, £MKtteB*B 

So 

[0 0 3 4] 
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tfJSE# 2003-3010232 




#2002—015995 



mmzhTm&T*g& 0 tfvvu— ftmrnmiz. ±m<D^j^u—f' 

[0 0 3 5] 

Atmm-t^m^i)^^) <D&mmmzmmm&. &ti$mnm\zmffiM&mm 

U IDN A<D&m.*WffiLm£ftm%:m-tZ>lb<DT*$>ft&. ^iftUD7y^± 

%JS*±, St)^*b<«^j9 5%J^±©t@Hffi$:^-r§^Sfg^J^^^Pife>ti 
) <Z)*lfifil£i&7 0 %JBA_fc. L<&iS$8 0%JgU:, £>)&1ZL<teffi9 0% 

&_t> S : fe0*L<tt^9 s%$k±v>mm l &i£m?z>Ty?' j zy7s*v k 



ffiiE# 2003-3010232 




#2 002 — 015995 



ii&^£*ifc#>r?*5|£zi- K-rSDNA©»|fil»!rflMHcafitJ««WU 
NAt;W^iJ^Xt5^t^T*§, *RNA©^*fctt«||6felB*-rsr 

y, oRF»«Rj»jfcaF>. 3' m&mmmm. 3' t% 



mH# 2003-3010232 



4#2 002 — 015995 



# y * * f, ^j>*fettiin s> >«»©N - * y a * 
lawn-) ^fc^i#^^^§:^'r^ J e©^ 3 ^ <, ^- (<Elu **yv 

DNA, -aMIDNA, -*iRNA, -**RNA, $ ?)tCDN A : RN 

-f?"y*K-c**£fc#T!«. S6K:gMMM<y s^**^ (*&«#*** 
y J*?u#^F) > S6Kitt^»©4IH»©f5M»S'*ifc*«>. «AJfSK^»-C 

^^©tf^fcfc®, **/Mt2;nfc*>©, HH« 

fc («*.«* ***n**x-K *^*n^*x-b3feif) 

h*j/5/, s/^^^F, #y-L-y ^ («*.tf. * 

(«*.tf, r^Ui?X £fSpo=fotf>, 3fl/-rHt-£4& («*.«* 

*^AHb*ftfc.^y>**^bry ra/^fisanfe^y 5/**tft:y s'y 

3 l mfE# 2003-3010235 



#2 0 0 2-0 1 5.9 9 5 



[0 0 3 6] 

^nmOTy?-*.^* • # U 2? l/*^K («Bfc) tt, RNA. D N A„ 
V^i##ir£*l£:#^ (RNA, DNA) T&£„ #ttS4X^HHR®X#ll^ 

& i y/jN£&%©&c*t£ 0 

3? Lfc&Mi$¥WifrW'VWt&<ft*>ZlT&>). m%-l£ J- Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp. 247, 1992; Vol. 8, pp.395, 1992; S. T. Gro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 

n>5ftrr**3Jc«<!Ky y ^©j^fctfty mmi:©*ss#M& 

«»©«ta*€:***b«>SJ:^*fl8K (M;U£, fcTF, n 

_| N> ^#ife>tiS= ziol/fe*©^ ^©3' j^&sv%tt5 

M^iCSBS$tlfe=¥-V^^M©^T% xSpV** ^T-tf> RNase&if©:* 
^ l^y-^lciS^&ISit^^fe^©*©^^^^^'' * ^ U*^r*;^ffl 



mi£# 2003-3010232 




#2 002 — 015995 



\ c m 5£ £ ti s % © *e « £ v x . 

7>^iz>;*^©ISmSffi&, #3&i9!©^&i&#. ^^©^ttft^tt 
^©Jt-e^^** & « v> ttafclfcW© * > a° * «©£#|* -^^©fitR* «: JB 

[0 0 3 7] 

& e»^j&if) , m&mmzft^ftmmB. stmmm cm. ffrase, jff&, t 

«&&£©!»««*£&£) . 3® m&m. %m. &mm* 

mm. nmm. mmn. 0^mmmm. mftmi&. %m. mmm. ^mmm. 
mmm. w.mm. mmm. mmm*?) &i*<Dmm- :: ?®mti>Tm%-*z>z.£L 

gut*, mtf-m<Dmm*mm-t2>z.£x*. mnstm. 
m cm. mm&m&mm. mm^m^t. t?u-ym. &sk&±m&* ffi 
immm. > m&mftK. mmrnm cm. mmm. m 

ik. Tjin-jv&stmm&teZ) . mmm. ^mmm^r. mm^mB cm. 



2003-3010232 




4#2 002 — 015995 



tan* raft raft ^/MHttjifrft. m&m^ lift mmm. 
s&ft &rnft jtmm. mmm. mmm&¥) &E<Dmm • ^mmnhxmmt 

[0 0 3 8] 

c«, mat. &mm&t&mmtez<DBmm*±*z) , *s « 

JHffi0, IPJUft SLft :&xlft flffft W§f?ft M$ft #/««ft mitm 

ft wft j&iKft ^MMPft mmm. s©ft mmm. mmm&z) taxo 

, ?Lft Jfcjlft flfrft raft JffBUft #/hffllBMrft «&&j®ft wft 

mmm. w.m^> mmm. mmm&z) tzz&^m -'mmm* 
Mtu*. £famz&^x*ftm<D$yA?m&ffi<p&&wtxmLx^&fefo 



ffi$E4# 2003-3010232 




#2 00 2 — 015995 



9 0%, ^L<li9 5%£Jl±, «fc »J«F*b<tt9 8 %JSUl, 3 e>tCif* L < tt 
[0 0 3 9] 

IK^M, ^t^;K R&JR3!U ^c^Sfl, ffi-tkfflte 



ffiiE# 2003-3010232 




#2 002 — 015995 



if) ^&^P^ift3!K r;i/n-;v y 

U=r-;i/fci?) , #-f^>tt#®^^ /K'JVM-hSO™, HC 

o-5o^if) teZn&misT*) <tv% 0 tttttbtit 09*. a:, =rv$fi, as 

[0 0 4 0] 

9*/, -9-;k ti^fLT&^TS £ £#T* 

IS. 

*f*£«u m&ttm. hfc^TK: J: 

^I^4ISt0.1mg~100mg, ft$.L<l*ffil . 0~50mg, 



3 6 
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#.2 002-015995 



) jcs-^-ts*-^ -uiz-Dgm&yrtzmmzffio. oi~3omggE n 

*b<tt*&0. l~2 0mg|I ) <fc»J^*b<^0. l~10ig«I 
[0 0 4 1] 

(2] **K:#'r*Ki«»fl:#4lf©^^y-->^ 

*&m<D* >rt9m.<Dm i &*mm<£fci*m.m'*$>ft& 

(2) (i) *»W©*>^^K&«^^SlB*S^i**IBlfi©lia?f»©lt^ 

Uttftfcfc*, J:fBx^y-->^#&tc£^Tfciu Mill (i) £ (ii) © 
[0 0 4 2] 

^mik-smt bra, ^^k, Fttit^t itr 

j&ftim «fj@$rffi8u «%»mm, tt«iBNi«rffi«&^^«f& 

7 pHjf$4~10 (M£b<teU pH$!|6~8) (D'J>i;t>j;77- 



ffiH# 2003-3010 232 




#2 002 — 015995 



#ISJ$!<Z>#>A*W£:3- P'tZ>DNA*<Sm-tZ>'<9 Z-'Vmg.%RMZfrfem 

£.<BM$R&m ^mv^hs. m^thxit: wz.it. cHomm&zvmm 

[0 0 4 3] 

^^©^^A^MCiOffi^m©^^^ ^ftlCD^Ss, Am. J. Phy 

siol., 274^, G157-169M, 1998^{Cfa^©:£&&3 V^^ftJC^D 

_tgB (ii) <Dm&izistt2>m.ttn<Dmmm&*. ±m d) ©shj-jc 

_tl3 (ii) ©»^Kl£t*SilIttBfc©l«£iStt«:> ±K ( i ) © 
f b * tt -e tf>& i: b T "T * r £ # T* S 3 . 

-r & ft-^W * tt-t feiBsHf* d ic <fc o t#$8«8 © # y ? n<n$&m £ ffi 

[0 0 4 4] 
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(4) (iii) *»^>;^I^14t5iij?:tt5lliS:^ib^ 
£ (iv) *^©^>/1^®^M^^S|gij^^^SMSg^^>fb^TOM^% 

-yy^mzmm+z. ■ 
±mx? v --yyjfmz&^xiz. oh) t (iv) ©s^-fcfe^ 

-a^tim ffiwm^. mmmmmmm^Ei^mif 

yy-lZit. pHi4~10 (M£b<&, . p HJ&6~8) <DV2/Wtrty7T~ 
V \ / 1 vy y 7 - t» & & V a T n X* % <fc V % „ 

£ (Tgjre&ft) ^fflv%e>ns„ m^tLxit. «in chojWjb&jqs 

3 9 miE# 2003-3010232 



#2 002 — 01 5995 



^4 > >f^> Reverse transcription-polymerase chain reaction (RT-PCR 
) „ 'JT^^^fAPCRlllfi/^TA (AB I$±M> TaqMan polymerase chain 
reaction) & E <Dj5m$>& V^i-£*UC3!C £;£?£{C Lfctfo Tl^tS 3 h tfiH 

m (iii) tf>t§-£&Cfcb^T, i^J 2 0 %JB<_h, ^9F*L<t±3 0 %JgU:. i'Jftb 

0>J*.tf, _hlS (iv) (D^}Cfe^<g>^W©^>7\°^^a^(0^*$:, ± 
m (iii) ©#^iCjt^T, $5J2 0%J^±, f$K»3 0%g±, cfcU^O 

(6) (v) ^^©^>A°^^S:^t-Sl8*$:^1-§«IHI§&^#bfc^i: 

(vi) m%w<z> & > nzmzi-t zmijz^ir z>mmn&,$kih&m<DM&®)* 
(vi) tattles tf*« &#&me>*>A9^.(DmmM (M<b®icu. *mm<D& 

*£^4^) bt. Stmt So 



ffifE# 2003-3010232 




#2 002 — 01 5995 



&MMt&4b£VX&* "C^K, tt^Zf* l?ttflS#ft, 

i^b-a^ #8^£g4&> «i»m#u *i«f«im«." i&%^siffl?£fcif##tf 

7 7-Cli, pHi^4~10 (Mt. b < It. pHi6~8) ©'J>SA*;7 7- 

£ jWSv^jTiS. iifcbTIi, CHOjfflfla&£©MJ 

* b<JBv%e>*i5„ 

«jttf, -LIS (vi) <Z)#^JCfe^S2ii:^©^>A 0 ^K©^*$:. ±SB (v 
) (Dm^Kit^X, ffi2 0 %J^_t, ^b<S3 0 %J^_h> J: U b < 5 

^(B&fcbT^iR^SriltfT-gSo 

_hlB (vi) <Z)»-&JC«tf**»W©^>^^*t©»««:, ±sa (v 
) om&Kft^X. SS20 %J£*_L> fib<«3 0 %JB*Jl> i: y b < teif$ 5 
0%^±|SSt-§^^b^#&*^©^>A 8 ^^(D^$:ISW-rs^^^fe 

[0 0 4 5] 



4 1 



2003-3010232 




#20 0 2—015995 



ft^4&*fctt*©8Ltt, ±KL/feK»ft^ 'fl^tf, ^^F, * 

Fftft-^t ^jfcft^fe. jHMirft& ttftttffife mmm 

mm&mmmm. mm^-xm^ vu-ym. m.m&*m 
, ufwje, wife. Tfrn-jiWLmmm&teZ) > mmm. ¥wmmm&r. mm 

k& -^rattfe umm. mmm. mmm&& ^^m-tmm 
mmm. ^•emmm, mmm* mmm. mmm. mmm*z) *z<D^m- 

4 2 mK# 2003-3010232 
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, ipm^> mm. wmm. Btmm. m-^mmmm. tft&mm. jr 

m. mmm. ^m^m. umm. mmm. mmm. mmm*& 

jiTsi^m («, ffF«sg, st^ r;i/n-;i/'SjiFBi^m^^) , mam. 

mmm. &au &mm. mm. mmm. stmm. m^mmmm. m&m 
m. nm. mmm. ^mmm. mmm. w.mm. mmm. mmm&z) &za> 

. if*, T»n-ji&Btwm&teZ) > mmm. mwimmm&T. mm 
#mm m. &*±+ *mm. qtem^ mmmfc&z) . (« 

mm. ?tias«> ®mm*z) taw^m-tumm 

4 3 mSE# 2003-3010232 



#20 0 2—015995 

a, MHk m^s, mam mmm mb&£) tzzo^m- 

[0 0 4 6] 

ftJfiLtttt (f ^.H 7^K tf-fr^ 7&> hV 

Kfl:^«*fett*<z>ife©i»#*tt» ^©f^M. *hfc£«u «#2f*L te#;i/- 

6 0kg£bT) Klfev^Ttt, -Hi:o^t^i|*f=^0l5:lilO.l~l 
OOmg, ft£V<ltffil . 0~50mg, J: y#* U< 1 . 0~20mg 

. 'Ol'vSOmgm ff*b<»»0. l~2 0mgIE *y#*U<«:*& 

o. i~i 0mg^&#Miii5ftCcfcy^#^s©)bwiP^'T*feSo mommv 

fame o k g s fc y {cil b fci 1 5 r i: ^ s , 

[0 0 4 7] 

C3] #3&0J!©#;//\ o #fC, *©*^^K*fett*©«l©€* 



m!E# 2003-3010232 



#2002-015995 



( i i) &ikm nmft±iz7fimt l ttftmaffiftis * a tnt*nm<DM 

a 

±S3 (ii) ©jMS&JCfc^Ttt. ^0iM«®^>/^I©NM?: 
[0 04 8] 

•^^-e©%©$:ffiVNT%J:<, »^F(ab' ) 2 , Fab' , & 



ffi§E# 2 0 0 3 -3 0 1 0 2 3 1 




#2 002 — 015995 



[ 125 n , c 131 i] , c 3 h) , c 14 o fci?#MvMb*i&o ±mmm 

ilbttt, ^T*ifc?SffiO^^^%©*W^L<, Z-H^V his.*- 

[0 0 4 9] 

tn^fcSVxttffitt^WftJC^oTtt, vvr&cfc<, £fcifiit# 

#&i?%J:v\, ffifltfcLTtt, r^fn-x, mf7>, -fe^a-^&^tf)^ 



2003-3010232 
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[0 0 5 0] 

o 

©13, *£j&(8«|»iftfi(F) (B) ££#i§lb ( 

B/F#«) „ B, F\*'ftitMDBm**fflfels* &&Witp<DfruM.M*!>£MtZ 
. *Sl»ajJctt, JRi*i:bTWe«tf*«:»vv B / F # y x*- 1/ > $r V 

^b^#e>^^VA^tc%V-if-©^:SL^f[IM'r^^--9 i --^ , 7n^ hU-fc 
[0 0 5 1 3 

ak mm r^s?t>fA;ryt>fj ombl BHfn5 4^ff) , ^/n^te 
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&mmmi mzm> cm^m^ mm57^n) , wmmzm mm^m 

I^ij (»3JR) (m.^mffi. HgfD6 2^^f) > TMethods in ENZYMOLOGY 
J Vol. 70 (Immunochemical Techniques (Part A)), WW Vol. 73(Immunochemi 
cal Techniques (Part B))> H# Vol. 74(Immunochemical Techniques (Part C) 
)> Vol. 84(Immunochemical Techniques (Part D:Selected Immunoassays) 

), Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies 

and General Immunoassay Methods)), HKf Vol. 121 (Immunochemical Techniq 
ues(Part I:Hybridoma Technology and Monoclonal Antibodies)) (J£*_L, 

> &ft> :£*aft, Mft, wnft> jffBift. ^/h^HWft. w±Lmi&. urn. mm 
ft, mam. w.mm> mmm, mmm&& ttztfia&LT^&T* 

, ft (Mit«, m$kmm> mmm. *at& mm. wmm, 
ffFmft, m^mm. wft^ mmm> ^mmm, mmm, w.mm 



ffiSE# 2003-3010232 
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5o 

(D&m* ^mmmc^^^mm^^y^^^mm^m^^^r^^mm 

[0 0 5 2] 

(#I;U£> 7>yk K ^iJ-^ KU, 

, ?S/, -f*. -9-;K fc£WS;£Sg9!cD#:w\ 0 

jm» *&im-?2>z.£tfr*%z><Dx% mx\t. iDNA*fc{imRNA©m 

'J^f-^a^PCR-SSCPS (4V^>y?X (Genomics) , 15^1, 
8 7 4-8 7 91 (198 9 *£) > :7a > • • -if ■ ±i/3±Jl • 

TiJ-r^ — • ' *-fl>J/>fX * • (Proceedings of the 

National Academy of Sciences of the United States of America) , |g8 6 
2 7 6 6-2 7 7 0S (1 9 8 9^) ) & E fC «fc V MMt^ Z. t. S„ 

mx\*. j — vy^47v#4ii-^myfc&*)ftmmtoi*fomznfcm'$!?. 

Rmmm m. Bfmm. r > mrnm. mmmm 
ib(et, mmmmm («, qt»««», MtiKft&£) , 

mmmrn («, «ms> w«iBttjiRjH3g*2f©wE«iB^*^) > » *» 

^> vr& mmm. mmm* mmm. mmm. mmm*?) 

4 9 ffifl# 200 3- 3010232 



4#2 002 — 0 15995 
■^PCR-S SC'PSsK:J:»J DNACDMMMffi^^fc^ll W 

, mm^> mj©^> *©^> mmm* mmm*& ^^&s«rig 

#ff v n £ tut •£> r.h # -e # § o 

[0 0 5 3] 

C5] r>?izyxx9 WfF&'&ii't&mm 

tu-ym. dufttt**** ant:***, , wist 

ItJtJItafc 0*«S, SL^, ^JI^> IK JfFBi^> 2M>» 

j&ofr& tasti^ mm^ ^mmm. mmm. nc»*. pwa. »« 

mx\t. wcry^-^y^^ i/*^Kfefflv^«»#, 
^ K^^S&sv^iv hn^^;i/x^^^-> yf^'fw^^- 7f; 

, m«#aic^oT, n h£fcl«£l«3 (flU ^if^r, fc^SJ, 



ffifB£# 2003-3010232 
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KT5/^"fe>^5t^l/*^F©«#*tt, *f*a**u «#*f*u hfc 
0 kg) JCifcV^TfcJ:, — HJCoS»T>^-fe>^3l^ v^K&JKro. 1 — 10 

[0 0 5 4] 

(i) K-rSRNA©— «|Sfc-t*lK:ffi*l»3&RNAS: 

(ii) IfrfclfifcRNAfc^l/TfcSBSIH, 

(iii) *^IW©*>/t^j(tS:a- K-tSRNA©— aJSr^i-SU aiMM A. 

(iv) iWaUaRlfWA&^bTJ&SKil, 

(v) liffa U sKlf >f A % Z3 — FtSlfi? (DNA) <fe<£^rrS3S3i'<##-fe 

*», *»W©DNA3^e>«^S*l*RNA&«**fett*©t»li=S:«riW"t«ii: 
£#: ft £ tt £ WCffl e> *i £ # > t ft * v> e> *l 



miE# 2003- 3 010232 



#2002—015995 



, MM. «W»«, H&M®*^) feifO^-^^^^bT^M-r 

-URNAIt £;&<Dj;m m> Nature, 411#, 494K, 200W) &C*pST 

lJjtf1f-f.M£, &#I<Z>:£& TRENDS in Molecular Medicine, 7^, 221K 
, 200150 lcmDT> *«W©3HU5i^ ^^KCDBBJ'JSrafiKlKtfL/TSSiSt-rs 

ffrIB (v) ©|83l^**-», &#©»^f&5KS6fc£fcH*ftfcJB^ 
Jtffi^Bfr • WJi: bt^MtS. 
[0 0 5 5] 

(1) *»«©^*ttDNA*fettfOSHDNAStt«*t M®fLi&^, 

(2) #t: hntiLi&#^^^#i&^"efes±iB (DiatR©t&*, 

(3) ^>y®g&#f^T^^*fe«^^ M?&£_ti3 (2) |S^(Z)i&%> &<fct>* 

(4) ^BB<5D^ttDNA^fc«^<D^MDNA&^b, 13 



fflflff 2 0 0 3 -3 0 1 0 2 3! 
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ISflitfM&^WBJ* fcUfctt^tf* (MZ-l^ m&£.VT, C5 7 
BL/6 9R3K, D B A 2 JRjRjQi ^, ^Jt^fcUT, BBCSF^tt, BDF^ 
$5, B6D2F 1 ^^5, BALB/cm ICR^M&£) tfctt^'Vb (49 
Xll Wistar, S D & if) & if L/ V>„ . 

[0 0 5 6] 

BfcDNA)&£#MV*&ft, M#DNA=fo^*tlSc 
fMfDNAilbTH J5*S!*8l»(!0dt>;^Rfe»aStSDNA&*l* 

-5 D N A & if #*fl§ VM£>;ft-So 

©ttsfctt dnah t -T s sm& hs* * ^ if ^ e> © w?l 



mSE# 2003-3010232 



#2002—015995 



>f*, *Z3, *E/l/*E*K AA*#-, 7^h, V7X&£f) 
ft3fc©DNA£^£i*5&#S:/D^-#-<&T^JC, ^|g^<Z)t: 

N A * D N A^AHf #L!fr$3&fm3-S ^ £ ^t't4. 

[0 0 5 7] 

Jlia^DNA^MIfJ^^^^^n^-^-ilbT^ (i) tf-f/b 

(ii) #auflLl&% (tlh> *1f3f> >fS, *=U =E^^K AAX 

, t h 'J A* 'J >>A7f; i/> 3 U >tfbii (Na, K-ATPa 

s e) , -=L-uy j MSit ^a^tf *>f > i £ «fctf i i a, 

5 4 ffiliE# 2003-3010232 



#2002-015995 



•fUTJ-f—HimiSM MHC^7^IJlI (H-2L) , H-r 

as, v-y, F-f*$>p-imimm. (TPO) 

, iK'M^f KilSSf la (EF-lo), /3T?^>. a £ <fc 0 0 

Thy- 1, &g^n^y > v Hfcnfa&is. (vnp) , jkmr^a^f KPn>jJf 

Kil^la (EF-la) GD^D ^E- # H h £J:^9 h U 0 T 

> * - # - & E rtftmrSb 5 o 

-LAB***-!*, DNA#Ai«?LtM^^TSl$£^§mRNA<D]^£M 

#*u<», ^ y>?>f ;i/*<z>s V4 o ##-&£#Mv^;ft£o 

[0 0 5 8] 

t/yyi/it+ju* 3iyj\yy—ffiM. SlDNA0>f>hn>©-g|i*^$: 

>f ^5U~J:y^; ADNAGD^T&SVHi-BPtbT, ^fclSflflfL ML ■¥ 
ttJffifflffiL IHft#Mr JSI ft * R N A J; y CD Kl J: »J W« S tl feffi* D N A * 

»jibir j: y # e> *i fciEmfc u wmmmm * &mm&skmmmK * y 

K»IKifilSI*#Aa&<fttcfev\T^|3Sb , 5<SDNAn>^ h^? hiibT, MIS 



fflliE# 2003-3010232 
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£»0MWIfi«PBJC £ # S #*8i$!©**ttD N A ©#A«, *f Mm%M®(Dm& 

ft#*r*T, *©E#IBJBfeJ:tF#l»JII©^Tlc#»^©^*ttDNA&IM* 
tSIi:S:I*t5 0 *^W©^f£DNAS:^^V%^3©a©i&^©^tt 

^iPiW&mmic as w s dna <nm a », *f *« ?li&#>© je^ 

MM& «fc WHfJBO^T IC^HIC#^1- £ £ e> tCflS^£ tiS. D N A^A#©f£ 

Wfc^^ifcS:*!*"*-*. *»W©*«ttDNA&atW»V\«i©a©»«© 
^ ©JBS^jlWJieife «fc XH&miti&<D&X JC*»9§©**ttD N A SriSHKl^-r s 

o 

©«r#! ££@B-r 5 w «fc U t^T©?»««RD N A Z&ffllzmir Z> J: 5 tc£!5@ 
[0 0 5 9] 

*^©IE^DNAS:^tS#t: h #ISI8©HfcDN A#i«3&3i 
S^fetiTfey, W^£tt©iE»DNA©tl||BS:ilE3it*«ii:lCj:yftJ»»lC*» 

^©dt^^jtcDiBiB^ji^&^-rs^^^a&y, foii^f^ttiibT 

spJffltSdti^TfSS. #SS&J!©iE^DNA^Ai&^£Mv^ 
© # > A* ^©^tg/fcJi^^ #18(93© # > A ? jRj^M5fr S 
i5?Wfej:tJfrtie>©^«©^^©^MS:ff«;ei^^^«rtgT'feSo 

#38B©*#ttiEfcDNA&$Abfclfc&»4lrt*, *«Lfc#38l5!©* 



ffi$E# 2003-3010232 




#2 002 — 015995 



mmmm sc few* dna ©^ a&. *t Majfrfea>iB& £ jffi&& * t>* 

©£T IZ&nmo^lgD N A 5r^i-* 0 ^ADN A £1M$£&flc©M;£K:^o jJ> 

^MDNA5:tt5J:e>}ClliMSIi:^tS,. 
[0 0 6 0] 

*58»©n$DNAitts*fc bm%mmz* ^®nsDNA^ii§i 

SB© # > A ^ «©«MB:*$SttM*/SjE fc^srii^y, *©*Ml i e'5 s /i/IM& £ 

B£© # > A # JK©tMB*$SttM*Jfc£ K £ W- * 2|s:|il^©Mm # > A° ? jc «fc £ IE 
S#>r?^g©$&tg|E# (dominant negative^) &»it5€f;bfci5:5. 

_Lfa2aiS©*^©DNA^Allf%© j e©fa©^MBTtgffii:bT, M 



5 7 



ffilE# 2003-3010232 
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(i) M.mmm<Dr~to<Dmmmt.hT<Dmm. 

(i i> %l$&w<d d n Amxmwmm^ © dna%i<«rna *mm&$t-?z> 

, *fettDNAJCJ:»J^S*ife>KU^^Kj|Bi»S:^«f'r*iiiJCJ:S, 

(iii) DNAft«^diil«Ojnttft«9IBIK«tt«K:J:»J«§IU 

Afflux, -naic^«ifflii«;^^e>©jHsa©#ig<3DiF^ 

(iv) _hia (iii) mm<Dmi&*%^£z£fc&&mm<DWtmz:T5&2>&$&m 

£®*>rC**&m*tC£y. 56*bfeDNA»AJWlfia>3t», 
[0 0 6 1] 



ffl£E# 2003-3010232 
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(2) tDNA^l/3K-^-lfe? (M. *J»aft*©/8-35f9^hS/4f— sat 

(3) *#^^>>if<i$^&&i:SB (D mm&mnmM* 

(4) h«rai»*««yy*ift«T?»*±ffi (i) mmam&mm. 

(50 >Fy|tlfr#>#V9*T*&<£>±S3 (4) lB^0>EffcmflS, 

(6) ^%cDDNA^?Sft>fbS4xfe^DNA^^^h: hiiftfLl&i©, 

(7) IDNA^I/jK-^-I^ (09, *»ffllil#<Z>/3-:tf9* bS/*— «t 

A^-rs^n^E-^-c^WTT'^b^^JiSS (6) fHS©^t: hnffLS*^ 

(8) bm%ffl!®&>fvmM®T*2b2>jim (6) ia«©#fc bm%m®. 
o) ^y«»<»^^x*e»*±SB (8) ia«©*t bm%m®. 

do) _hia (7) mmammz. wiiMfr&»&«£u i/jK-^-ate^ai 

.31 ^Hit -5 d t £ 1* £ #3B0J!tf> D N A iztttz 7 a =e - # -iStt &<£3§ 

TO^-rS^^ODNACA^^iC^M&itfAS^tJCfc DNA(D|g5g 

IB StUMM ^S^^^iIDNA^II- FLTv>§;$:2giJ8©#> A? 

[0 0 6 2] 



£BII# 2003-3010232 
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»«»;#Sf&b&y, yn^-#-&&v^:n:*y>(Z)#tg&i&a-rsr tiz 

&^ttSiMSI^> »*vMila'cZ (/3 fef&te^ 
K cat (?D7A7i-3-;i/7t^h7>^7x7-fl^) &fS^ 

&*v*«:x:*y>ia<B>f y h n ygp^tCst^^^^^MS-fr^DN AfH^if ( 

<*r*£fcJC,fcoT, '«*»JC*e : ?&«* > r«i:"5K:«i5bfeDNAl!^&^ 
tSDNAi (JS*T. *-#v*?4 is W&Ut Z>) #9;ttfffiBSfl 

A Jt & S V \ <Di&m<D D N AK#J & zf U - -f £ b fclHf y 7\ >f "f U V>f if - ^ 
3 y^flr&SVNkJ:*-^-/^ y^^-J^DNASB^*-^-^ >^ 
# - f^8SKl«M b fc#f§f£tf> D N AJgWf>©-jE#1K«© D NAI^JS:^ >f V 
-fcbfePCRiSJCfcyflWfU *&W<OJ v*T? h E Sffljfi&JBBlhr&ii: 

[0 0 6 3] 

ans^Kaufman^)^{C2ibTifb<^3Xbfe ; fo0Dl?*<}:V> o V7XCDE 

#IJ!&:frfcE S$fiJjggS:m#"r-g>^if(Z)S^-eM^.^ C 5 7 B L/677^C 
5 7 B L/60^l!t0^$5:DBA/2i:©^CJ:y3cf bifcBDF^ 

6 0 2003-3010232 



#2 002 — 015995 



?X (C57BL/6i:DBA/2il0F 1 ) fc^TjthiU 

K:M^e>5. BDF^^tt, «IP»««^<, fro, |p#:£*c-e&*fcv^frj 
j&KlflDitT, C5-7BL/67-?^5:fflCio(!)t', VNT#£*lfc E 

5 Mttil^f 9 X ll^ffi l fc 1 1, C 5 7 B L/6 

x-r§3i:T*-e<3[)^^jR5:c 5 7 b l/6 v^^icf^^§ri:^irtg-efes 
jc % t* ^ s £ < mm<Dmm e> r t t>m& l v%„ 

T^fc©K:*fbT, i an--is©E sfflffift (isol) *egffr®^\ fg* 

6 y , ^aJCttiWliacDjBS S: rTIBk: b ^ i: ic: <fc y «**JlB<z>#Wtt**StcSI» 

[0 0 6 4] 

1 0 0%#Mi;bVN#, «SCCDl»<Z>«J3a»i*^©M«-tffl!«5&*-&tt. ESi 

n = 4 0T*&§iHBfl&) £Stf#n-ri>^i-sr£frM* bv^ 

tt, STO«jfi*IBffi©i:^«!ai^3&7-f-^-IIIIJfi±-eL I F (1-100 0 
OU/ml) #£TKlJKHfc:ff:**&*H»l* (#*b<«U 5 9 5%^ 

6 1 ffiiE# 2 0 03-3010232 



#2002—015995 

8TC**U iftBUCtt, «iLtf, MJ^>/EDTAIW (31*0.0 0.1 
- 0 . 5 % h U -fi/yy 0.1-5 mM EDTA, L < 0 . 1 % h U ^"5/ 
>/lmM EDTA) W^JfiMb, if feiCffi^bfc^ -T - *-»WB 

^<0*>f^<D»*K:^a**ifc« { ^r«T?*y J ' Evans^M. H. Kaufm 
an, *>f**- (Nature) ft292&, 154Jt, 1981# ; G. R. Martin ^Ci/-T 

w >yx • 3/ a • • *-? - v^^yx • a-Mx- ( 

Proc. Natl. Acad. Sci. U.S.A.) 3I78#, 7634K, 1981* ; T. C. Doetschman 

p>, - x^^utni?- • r> F • x^^u • ^ 

7#n^-, H87#, 27K> 1985^] , #3M©E SHJft&^S-ftTfl&n* 

a D N A*tt§PF£JMtttt, >f > if h n K: # > * * K<DlMi 
£«^»«3t tC £ T ^tS T* & S o 

[0 0 6 5] 



ffiH# 2003-3010232 
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>fV7-4 y sfK? * -±<DDN Ammt* 9-tfv74 > * * * * - C«M b fc 

xi^^hMW^T, 3tft?ffiH3fi*^.K:J:y*»W©DNAfllK: 

flPBSft DNA©Mt§ M * r 4: C * U , **iSfc D N A & 

6 3 &«E# 2003-3010232 
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[0 0 6 6] 

riftffc**. HWUlWfc ■MMHWftflH* J«** 

6 4 mUE# 2003-3010232 



#200 2—015995 



[0 0 6 7] 

■Hittf, *»JiaEC*bT«MW*ft*i"«ft^®^^ ,J - -::L2/ir *' r * 1i 

*i***fc*bT*i» • «Mnc#tmfWttft 

[0 0 6 8] 

b**. bTHU *«» *«k y> 

JMS*SWfc **VM**«» lWt ^ 

tt*0tt®.*9UM «e/i/*evK fcvs^ 

^t, *a, -f KWbta^tfiii:^**. 

okgfcbt) ®*»jtofta>««K:fiv>Ti*, -0ico**ft#«t:»o.i- 

6 5 ffiIE# 2003-3010232 
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lOOmg, #*b<«:*U. 0~50m g> J; U b < . 0~20m 

OkgfcbT) ©IffflMlfiL^ODB^^^S^ -HlCo^^b^^^O. 
0 1~3 0mggl, #£b<«fcjO. l~2 0mgm J;y#*b<MJO 

i~i omg^&#^Micj:ym#-r§©^w#^T*fes 0 

[0 6 6 9] 

*^©dn A^Mt b^iiti^ tmit'&®*&&^ 

. & n 

-ifa^ (i acz) . ui^r^vyit^yr^-^A^^r^Miyy 

x. ^ - M mte^te if AW®"?? & & o 
[0 0 7 0] 

h *flj»4rc tt, w * - * © d n a c*rr * n * - * ■- 

6 6 miiE#2 003-3010232 
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-%=rb ht/f-vMB* (i acz) x-nmvx^zm^ **, *&m<»* 

8tt*»Wtltlit«^W*«. JWMSHCtt, 

(PBS) T?8fc#lfc, X-gal^tfiMT% M*fett3 7TC#t 
*S0^Ul»»fi«;a*fct, HWWftlnM EDTA/PBS 

^ W «V^ *fe, flWKClfeVV lacZfta-Kt*mRNAft«»btt) 
[0 0 7 1] 

* y - - > mmx*m & b t vat % a < , Kft'&ft 

67 £tiSE#2 0 0 3 - 3 0 1 0 2 3 5 
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mm* aw* wbi^> ***** 

ft. *fi»*. 1N& MEft ****** E©ft. **** B&^ffi^ 

[0 0 7 2] 

fctiu #**<D*>f?**©**feIfi*U **>-***©**«:»*'***-£ 
#t?**cdt?, **«»**♦ ffiflsM* (M> *««»**** 
*, ^n->^, *jfett**** W*. Wfctt**. '*»***> * BSfBMSic 
ff^****U »***.<«* Iff*** fff£> T/l/ a * * 

& c«*.wu **■*. ^ii^> *** #** 

**& m&mm. mm. mmm. *-$sm®m. mmm. **& mmm. mm 

tt*©fl&©*SL»«l («*.!*. 9fK v?*, 

*3* JC#bT«#** 

****** «#/i/-hfc£fc:J- 

y**»&5#, *»W©DNAK:»'r*^n i E-#-«tt«:ffi3i'r* 

ft^»tftp*#tft«r» -jRttKirtA (ftieokgtbt) <z>*»ifii*A 

#lCfc^Tfct. -HCotSSft^ll&ftO.l-lOOmg, #*U<tt*l. 
0~50mg. J:»Jff*b<tt»l. 0~20mgSW. *»P»Klta^i" 
*fciMt^ 1 *********** 



ffiff 49 2003-3010232 
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©»T?a**A (6 0kg£LT) cD*»jiat««K:a#.-r««^. -atc^t* 

*ft#»fc»0.-0 1'-8 0mg»l, ff*b<tt«0. l~2 0mgSE ±. 

W*b<i**o. i~i omg«K%fittlfc*y«*t«fl)#«l# , e* 

[0 0 7 3] 

*p«*-r«»W. -*»K:*A (ftieokgtbt) ©MNiuEMffcfc^ 
Tau -BK:o*»fls*W«:*&o.i~i OOmg, »*b<tt»l. 0-50 

, *»iB©DNAlc»i-*yn*-*-«H!feftB»'r*fli*«fc*iWI®^* 
S^A (eokgtlt) ©WflBJftfiA*ca#i-«»^ -Hlco«KEfls-Wlf 
£&j0. 0 1~3 0mglE #£b<«*5>0. l~2 0mggE • *y#*b 
<t*»0. 1-1 0mgi«fclHia»C* l J8*tS©#ff»^»*. 

*i, eokgsfey *cmn b fe* &a#-r « ^^^^s. 

[0 0 7 4] 

5 9 ffit#2 0 0 3 - 3 0 1 0 2 3 2 
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UPAC-IUB Commission on Biochemical Nomenclature &C<fc SBJHf&S 

its. 



DN A 




c DN A 


: mmm?** t/ y 


A 


: T^—y 


T 




G 


: ?T-y 


C 


: 2/ b2/> 


RNA 


: U tft^M 


mRN A 




d ATP 




d TT P 


: "5=^*^2/^ ^ 2? >H'J >^ 


d GTP 


: 2/ J V >3 U > 


d CT P 


: 7 r ^=3r2/2/^2?>HU >^ 


ATP 




E DTA 


: l/>2>'7^ ymWWL 


S D S 




G 1 y : 


**y 2/> 


Ala 




V a 1 


: a y y 


Leu 


: u^t/y 


lie : 


4 v n -f 2/ > 


S e r : 


•fey > 


Thr 




C y s : 


2/^-r-^r y 


Me t : 


*3-Jt~y 
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G 1 u : 7)1$ yW 

Asp : TXA^ifym 

L y s : y Py 

A r g : 7JV3?-y 

His : HX^Py . 

P h e : 731— ;i/T^~> 

Tyr :f n$/> 

Trp : b';^b77> 

Pro : U > 

Asn : 7^^7^> 

Gin : 

p G 1 u : ifUfffr* $yW 

[0 0 7 5] 

Me : ^^HS 

E t : X^;V3£ 

b u : 

P h : ? m— 



TC 



T o s 



:f7!/'Ji?>-4 (R) -#;i/tf?3f-^ 



CHO 



B z 1 



Bom 



:,2, 6-i?^nn^^ 



z 



C 1 -z 



B r 



B o c 



-Z 



: Kyy)\s**rt/jj)ltf—fr 

: 2-i'nD'OW^^A^-^ 

: 2-zfn^^yV)^^-^^)^—^ 



7 1 
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DN P 
Trt 
Bum 
F m o c 
HOB t 
HOO B t 



3,4-^tiKn-3-ll Kn^ri/-4 -tfSf V~ 
1 ,2,3-/<>^hUr^>. 

N, N' -^J/^D^^Wf^'^ 



HONB 
DCC 

[0 0 7 6] 

BB^J## : lf*«Wr5; WBJBft* i-* * hTCH23 0# Kfc 3 

CSB#I## : 3 ) 

CBB8I## : 5 3 

hj&m i t? m v * e> *i ^ 9 >f v - o r & 5T? o 

mmm i t* m v ^ n & ^ 9 >r v - s p 6 © #i & ^ -r . 
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4# 2 . 0 02 — 01 599 5 

immm^r 9 ) 

^IMltlt#bf-TCH2 3 0^«^$:^ll h/McDN Affile 

D N A (D&km&i 
CSB#1##: 1 2) 

£1*603 1 T'3i# bfcTCH2 3 0 * ^ ti K. h #&S£ cDNAW 

c D N A (Di&MMW ZB'to 
CU#!## :13) 

IB#I## : 1 4T*i§i£*lS7^ 7^12^?:^^^^ KTCH2 3 
^ & =r - Ki~ £ D N A 5:^1* o 

CSB#I## : 1 4 ] 

TCH2 3 0#>rt9M.<DT$ JWtMM*.^* 

n mm 2 t* v % ^ £• ^ 9 -r v - t r © »j & ^ » 

II^SM2-eMV^fetl»feT a qM a n ^D-^T 1 <Z)J&SIB#I £^"3% 
[0 0 7 7] 

**0ftJM 1 Tf#6*lfc»Mitll»X$/x U (Escherichia coli 

)TOP10/pCR-BluntII-TCH230tt, 2002^1^17 
B frfe^RiWyilgtS*!! 2 T B 1 7 # 8 5 * (£|SG!## 5 3 2- 8 6 

8 6) ©ras^awwaiM (ifoj ic5£te#^ i f o i 6 7 4 9 t vxm 

7 3 m®# 2 0 0 3-3 0 1 0 2 3! 
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=y — • #n— — > ^(Molecular cloning) {C!SiB£ tlT VN&2f^lC$£o feo 
^JfcMl 

H h TCH 2 3 OJtte^-e DN AGD# — > ^ 
2«tf)^-fV-DNA, (SB^J## : 3) ^j:^7^f7-0 

Rl (S5^J## :4) £J§VnT. M^Marathon-Ready cDNAfc J:tFfc 
^Marathon-Ready cDNA (Vn1**I%* n >ff #t±IS) iC^fbT, Pyrobest DNA 
Polymerase (SM3£*±8S) IC J: *K J£*T©^# (1)- (3) P C R o fc„ 

(1) 9 4^2^^ 

(2) 9 8 X, 10#^-6 81C 3 0#^-72°C 3^i5:'30^^;i/ 

(3) 7 21C10^ 

SPjfC, £(D-#cPCR<DM%£6IM£: IT, . ^^fV-OFl (I2#I#-^ : 
5) t^7-fV-OR (U#J## : 6) Zm^T. Pyrobest DNA polymerase 
?S^±IS) ICJ; yj^T©^#(4)-(6)T*n e s t e d PCR^ofi. 
(4)9 4TC2^ra 

(5) 9 8^ 1 0®m~ 6 8°C 3 0f3?r^- 7 21C 3 3 5 1*-^ 

(6) 7 2°C1 O^ffl 

#ejtlfeifi|iM^?&Zero Blunt TOPO Cloning kit (^f > If h n V x. >*±ig) & 
JB^T*a-:=.>yU FpCR-Blunt I I-TCH2 3 0 S:# 

3tl&^^>fV-DNA C^7>f7-SP6 (B2#I##: 7) . ^7-f7-T7 
(SB#I#^ : 8) ^7>fY-B 1 «B*J## : 9) > (BB*J# 
10) ) feitfBigDye Terminator Cycle Seq 
uencing Kit (y?^j tf^:*^ AX*±S£> &jBV\-CRj£&*? 

V\ #AS*iTV^*cDNAWf^r©«3lffi^S:DNA2/-^x>-9— AB I P 
RI SM 3 10 0 DNA7t7^f if (7^5>f F-rt-f ti/^fAXttlS) & 
MV>T^bfc. ^©M^. ^ h/J^cDNA^e>m#bfe^a->«l 1 5 21© 
^mm^m^X^fc (SE#I#-^: ll). IcDNAiim:»3 7 7l©75 

7 4 mSE# 2003-3010232 
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jwmn (sb#j## : i) #n-K3*iT£_y (@b^j##: 2) „ mr^jmm 

(Escherishia coli) T OP 10/pCR-Blunt I I - 
TCH 2 3 0 il^bfeo 

Hhf|&IcDNAA^|t#bfei'n->lt 1 flfffi GE#I## : 1 1 
-e^Stl -5^13^1© 3 4 0#@) &C&gggl#Ig#>e>:ft£:= ClCDmSe^lA3 
4 0G&, I 1 e->Va 1 (AT S ^ m«#l£#e> *^ Ifi^S (SN 

Ps) lZ&&?£^m'\£tf$>&£^Z- i =>ft2>o Iffl^n->0WcDNA^ 
:R(2^SS3^J£gB#I## : 12C, r ©tfeSIB^Jcp 0>O R F CD *£S@B?U 5: WJD* 

Blast P iJLW-lvV T^^K U -9--^ (Nucleic Acids Res.) 
^25#, 3389K, 1997^]'&Mv*TowlK:;tfbT*^n$?-^&*Tofcfc£ 
5, fc: MCH2 3 0iat?:3- K"tS cDNAlitbU 
^yx#-*7y$V-Km?£ffiM&fc*T*&Z>z\£.mmistc. (Hi) , t 

h-ea#atiTv^*nnB^h u *A«#ffiffl?fifc^ i sbt 

CJ. Biol. Ghem., ^270^, 27228K> 1995^] 6%, T ^ 

[0 0 7 8] 

tncH23o mfc*mm®mmfti$a>m%T 

TCH 2 3 OCDffi^&KfffLfe, 2i©^y^V-DNA, ^-Yv-T F ( 
gS#I##: 1 5) fii^7>f7-TR (@B#J##: 16) t TaqMan^n-^ 
Tl (IB^J##:17) feJf^T, fc: h0MI© c DN AC^STCH 2 3 
0 fcTaqMan PCR&C <k »J M3tbfc 0 £/&&TaqMan Universal PCR Master 

Mix (7^7>f K/t>f ^J/^-fAXtfcJ?) §:ffiVNT, ABI PRISM 7900 sequence d 
etection system (T^-f K/W ^* % >^r^^i^) KIT- SID 5 OX3 2^lffl 
, $^IC9 5°C 1 O^ra^VNfe^T?, 95'CT*15#, 60t;T*l^?:lW 
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&iga$8(Z> c D N A & 1 ] 
»1] 



cDNA (V^nt)^a>-r 




Human MTC panel I 


mu Steffi* w». iwi 


Hainan MTC panel II 


km. %i3M. ot*, «n. 


Human digestive system 
MTC panel 


1FFMU :ftil* ft* +— »»» fflii* ®»» 
M. ±fr«Sl©, «fftt», TffttJB, iSJB 


Human fetal MTC panel 


JftJBlH. JftJIBBIr, l&UBBW, I&JSWBL WWEiCfBU 


Human tumor MTC panel 


?Uffi(GI-lOl), JMnffi (LX-1) , ttltOZ-l), 
JWitt(GI-117K mSOSm (PC3) , tSM(GI-112). 

9Pm?s (gi-102) , &mm (Gi-103) 



t MCH 2 3 Olfi^Ift (mRN A) «Human MTC panel I £ JcOTTC pa 
nel I IlC&WCtt. K« ffFK ^B. **jfcBJlfltt?*> 

•r^fe»3S«<Me>*i, MS* 0, b»> im. bm> ttfijau 

Human digestive system MTC panel IC£V*T», HfrbtiLm$i'T*'t'<T<D&tiL' 
Human fetal MTC panel IC 33 V%Tti, IfejfrfrML fl&i&#&j&> JteJIEIWHTffcf 

Human tumor MTC panel lc£V^R, Mf& tffSfcJfcSS, PflS^S^fci* 

[0 0 7 9] 
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aUbtt*** SCflHftfc£) , B©J®aSJc#e>^^m, fffBi^S («, ffF 
MUCWIMft^^lPm^ft^) . * IMUMfc MM. 

, -t-^m. mmm. w.mm. mmm. mejb&£) &z<D&m'* 

[0 0 8 0] 

[WW*] 
SEQUENCE LISTING 

<110> Takeda Chemicals Industries, Ltd. 

<120> Novel Protein and its DNA 

<130> B02036 

<160> 17 

<210> 1 

<211> 377 

<212> PRT 



mSE# 2003-3010232 



#2 002 — 015995 



<213> Human 
<400> 1 

Met Arg Ala Asn Cys Ser Ser Ser Ser Ala Cys Pro Ala Asn Ser Ser 

5 10 15 

Glu Glu Glu Leu Pro Val Gly Leu Glu Val His Gly Asn Leu Glu Leu 

20 25 30 

Val Phe Thr Val Val Ser Thr Val Met Met Gly Leu Leu Met Phe Ser 

35 40 45 

Leu Gly Cys Ser Val Glu He Arg Lys Leu Trp Ser His He Arg Arg 

50 55 60 

Pro Trp Gly He Ala Val Gly Leu Leu Cys Gin Phe Gly Leu Met Pro 
65 70 75 80 

Phe Thr Ala Tyr Leu Leu Ala lie Ser Phe Ser Leu Lys Pro Val Gin 

85 90 95 

Ala He Ala Val Leu lie Met Gly Cys Cys Pro Gly Gly Thr lie Ser 

100 105 110 

Asn He Phe Thr Phe Trp Val Asp Gly Asp Met Asp Leu Ser He Ser 

115 120 125 

Met Thr Thr Cys Ser Thr Val Ala Ala Leu Gly Met Met Pro Leu Cys 

130 135 140 

lie Tyr Leu Tyr Thr Trp Ser Trp Ser Leu Gin Gin Asn Leu Thr He 
145 150 155 160 

Pro Tyr Gin Asn lie Gly He Thr Leu Val Cys Leu Thr He Pro Val 

165 170 175 

Ala Phe Gly Val Tyr Val Asn Tyr Arg Trp Pro Lys Gin Ser Lys He 

180 185 190 

He Leu Lys lie Gly Ala Val Val Gly Gly Val Leu Leu Leu Val Val 

195 200 205 

Ala Val Ala Gly Val Val Leu Ala Lys Gly Ser Trp Asn Ser Asp lie 
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210 215 220 

Thr Leu Leu Thr He Ser Phe He Phe Pro Leu lie Gly His Val Thr 
225 230 235 240 

Gly Phe Leu Leu Ala Leu Phe Thr His Gin Ser Trp Gin Arg Cys Arg 

245 250 255 

Thr lie Ser Leu Glu Thr Gly Ala Gin Asn He Gin Met Cys lie Thr 

260 265 270 

Met Leu Gin Leu Ser Phe Thr Ala Glu His Leu Val Gin Met Leu Ser 

275 280 285 

Phe Pro Leu Ala Tyr Gly Leu Phe Gin Leu He Asp Gly Phe Leu He 

290 295 300 

Val Ala Ala Tyr Gin Thr Tyr Lys Arg Arg Leu Lys Asn Lys His Gly 
305 310 315 320 

Lys Lys Asn Ser Gly Cys Thr Glu Val Cys His Thr Arg Lys Ser Thr 

325 330 335 

Ser Ser Arg Glu Thr Asn Ala Phe Leu Glu Val Asn Glu Glu Gly Ala 

340 345 350 

He Thr Pro Gly Pro Pro Gly Pro Met Asp Cys His Arg Ala Leu Glu 

355 360 365 

Pro Val Gly His lie Thr Ser Cys Glu 

370 375 
<210> 2 
<211> 1131 
<212> DNA 
<213> Human 
<400> 2 

atgagagcca attgttccag cagctcagcc tgccctgcca acagttcaga ggaggagctg 60 
ccagtgggac tggaggtgca tggaaacctg gagctcgttt tcacagtggt gtccactgtg 120 
atgatggggc tgctcatgtt ctctttggga tgttccgtgg agatccggaa gctgtggtcg 180 

7 g ffif£# 2003-3010232 
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cacatcagga gaccctgggg cattgctgtg ggactgctct gccagtttgg gctcatgcct 240 
tttacagctt atctcctggc cattagcttt tctctgaagc cagtccaagc tattgctgtt 300 
ctcatcatgg gctgctgccc ggggggcacc atctctaaca ttttcacctt ctgggttgat 360 
ggagatatgg atctcagcat cagtatgaca acctgttcca ccgtggccgc cctgggaatg 420 
atgccactct gcatttatct ctacacctgg tcctggagtc ttcagcagaa tctcaccatt 480 
ccttatcaga acataggaat tacccttgtg tgcctgacca ttcctgtggc ctttggtgtc 540 
tatgtgaatt acagatggcc aaaacaatcc aaaatcattc tcaagattgg ggccgttgtt 600 
ggtggggtcc tccttctggt ggtcgcagtt gctggtgtgg tcctggcgaa aggatcttgg 660 
aattcagaca tcacccttct gaccatcagt ttcatctttc ctttgattgg ccatgtcacg 720 
ggttttctgc tggcactttt tacccaccag tcttggcaaa ggtgcaggac aatttcctta 780 
gaaactggag ctcagaatat tcagatgtgc atcaccatgc tccagttatc tttcactgct 840 
gagcacttgg tccagatgtt gagtttccca ctggcctatg gactcttcca gctgatagat 900 
ggatttctta ttgttgcagc atatcagacg tacaagagga gattgaagaa caaacatgga 960 
aaaaagaact caggttgcac agaagtctgc catacgagga aatcgacttc ttccagagag 1020 
accaatgcct tcttggaggt gaatgaagaa ggtgccatca ctcctgggcc accagggcca 1080 
atggattgcc acagggctct cgagccagtt ggccacatca cttcatgtga a 1131 
<210> 3 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 3 

aatgctgcct taaggagatg agga 24 
<210> 4 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

8 0 ffi!£# 2003-3010232 



<223> Primer 
<400> 4 

cactggccct accaacaaga ttca 
<210> 5 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 5 

atgagagcca attgttccag cage 
<210> 6 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 6 

ccagccagct agtccctgct attc 
<210> 7 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 7 

atttaggtga cactatag 
<210> 8 
<211> 19 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 8 

aatacgactc actataggg 19 
<210> 9 
<211> 24 
<2i2> DNA 

<213> Artificial Sequence 

<220> 

<223> Primer 
<400> 9 

ttcgccagga ccacaccagc aact 24 
<210> 10 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Primer 
<400> 10 

agttgctggt gtggtcctgg cgaa 24 

<210> 11 

<211> 1152 

<212> DNA 

<213> Human 

<400> 11 

atgagagcca attgttccag cagctcagcc tgccctgcca acagttcaga ggaggagctg 60 
ccagtgggac tggaggtgca tggaaacctg gagctcgttt tcacagtggt gtccactgtg 120 
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atgatggggc tgctcatgtt ctctttggga tgttccgtgg agatccggaa gctgtggtcg 180 

cacatcagga gaccctgggg cattgctgtg ggactgctct gccagtttgg gctcatgcct 240 

tttacagctt atctcctggc cattagcttt tctctgaagc cagtccaagc tattgctgtt 300 

ctcatcatgg gctgctgccc ggggggcacc atctctaaca ttttcacctt ctgggttgat 360 

ggagatatgg atctcagcat cagtatgaca acctgttcca ccgtggccgc cctgggaatg 420 

atgccactct gcatttatct ctacacctgg tcctggagtc ttcagcagaa tctcaccatt 480 

ccttatcaga acataggaat tacccttgtg tgcctgacca ttcctgtggc ctttggtgtc 540 

tatgtgaatt acagatggcc aaaacaatcc aaaatcattc tcaagattgg ggccgttgtt 600 

ggtggggtcc tccttctggt ggtcgcagtt gctggtgtgg tcctggcgaa aggatcttgg 660 

aattcagaca tcacccttct gaccatcagt ttcatctttc ctttgattgg ccatgtcacg 720 

ggttttctgc tggcactttt tacccaccag tcttggcaaa ggtgcaggac aatttcctta 780 

gaaactggag ctcagaatat tcagatgtgc atcaccatgc tccagttatc tttcactgct 840 

gagcacttgg tccagatgtt gagtttccca ctggcctatg gactcttcca gctgatagat 900 

ggatttctta ttgttgcagc atatcagacg tacaagagga gattgaagaa caaacatgga 960 

aaaaagaact caggttgcac agaagtctgc catacgagga aatcgacttc ttccagagag 1020 

accaatgcct tcttggaggt gaatgaagaa ggtgccatca ctcctgggcc accagggcca 1080 

atggattgcc acagggctct cgagccagtt ggccacatca cttcatgtga atagcaggga 1140 

1152 

ctagctggct gg 
<210> 12 
<211> 1152 
<212> DNA 
<213> Human 
<400> 12 

atgagagcca attgttccag cagctcagcc tgccctgcca acagttcaga ggaggagctg 60 

ccagtgggac tggaggtgca tggaaacctg gagctcgttt tcacagtggt gtccactgtg 120 

atgatggggc tgctcatgtt ctctttggga tgttccgtgg agatccggaa gctgtggtcg 180 

cacatcagga gaccctgggg cattgctgtg ggactgctct gccagtttgg gctcatgcct 240 

tttacagctt atctcctggc cattagcttt tctctgaagc cagtccaagc tattgctgtt 300 

ctcatcatgg gctgctgccc ggggggcacc atctctaacg ttttcacctt ctgggttgat 360 
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ggagatatgg atctcagcat cagtatgaca acctgttcca ccgtggccgc cctgggaatg 420 

atgccactct gcatttatct ctacacctgg tcctggagtc ttcagcagaa tctcaccatt 480 

ccttatcaga acataggaat tacccttgtg tgcctgacca ttcctgtggc ctttggtgtc 540 

tatgtgaatt acagatggcc aaaacaatcc aaaatcattc tcaagattgg ggccgttgtt 600 

ggtggggtcc tccttctggt ggtcgcagtt gctggtgtgg tcctggcgaa aggatcttgg 660 

aattcagaca tcacccttct gaccatcagt ttcatctttc ctttgattgg ccatgtcacg 720 

ggttttctgc tggcactttt tacccaccag tcttggcaaa ggtgcaggac aatttcctta 780 

gaaactggag ctcagaatat tcagatgtgc atcaccatgc tccagttatc tttcactgct 840 

gagcacttgg tccagatgtt gagtttccca ctggcctatg gactcttcca gctgatagat 900 

ggatttctta ttgttgcagc atatcagacg tacaagagga gattgaagaa caaacatgga 960 

aaaaagaact caggttgcac agaagtctgc catacgagga aatcgacttc ttccagagag 1020 

accaatgcct tcttggaggt gaatgaagaa ggtgccatca ctcctgggcc accagggcca 1080 

atggattgcc acagggctct cgagccagtt ggccacatca cttcatgtga atagcaggga 1140 

ctagctggct gg 1152 
<210> 13 
<211> 1131 
<212> DNA 
<213> Human 
<400> 13 

atgagagcca attgttccag cagctcagcc tgccctgcca acagttcaga ggaggagctg 60 

ccagtgggac tggaggtgca tggaaacctg gagctcgttt tcacagtggt gtccactgtg 120 

atgatggggc tgctcatgtt ctctttggga tgttccgtgg agatccggaa gctgtggtcg 180 

cacatcagga gaccctgggg cattgctgtg ggactgctct gccagtttgg gctcatgcct 240 

tttacagctt atctcctggc cattagcttt tctctgaagc cagtccaagc tattgctgtt 300 

ctcatcatgg gctgctgccc ggggggcacc atctctaacg ttttcacctt ctgggttgat 360 

ggagatatgg atctcagcat cagtatgaca acctgttcca ccgtggccgc cctgggaatg 420 

atgccactct gcatttatct ctacacctgg tcctggagtc ttcagcagaa tctcaccatt 480 

ccttatcaga acataggaat tacccttgtg tgcctgacca ttcctgtggc ctttggtgtc 540 

tatgtgaatt acagatggcc aaaacaatcc aaaatcattc tcaagattgg ggccgttgtt 600 
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ggtggggtcc tccttctggt ggtcgcagtt gctggtgtgg tcctggcgaa aggatcttgg 660 
aattcagaca tcacccttct gaccatcagt ttcatctttc ctttgattgg ccatgtcacg 720 
ggttttctgc tggcactttt tacccaccag tcttggcaaa ggtgcaggac aatttcctta 780 
gaaactggag ctcagaatat tcagatgtgc atcaccatgc tccagttatc tttcactgct 840 
gagcacttgg tccagatgtt gagtttccca ctggcctatg gactcttcca gctgatagat 900 
ggatttctta ttgttgcagc atatcagacg tacaagagga gattgaagaa caaacatgga 960 
aaaaagaact caggttgcac agaagtctgc catacgagga aatcgacttc ttccagagag 1020 
accaatgcct tcttggaggt gaatgaagaa ggtgccatca ctcctgggcc accagggcca 1080 
atggattgcc acagggctct cgagccagtt ggccacatca cttcatgtga a 1131 
<210> 14 
<211> 377 
<212> PRT 
<213> Human 
<400> 14 

Met Arg Ala Asn Cys Ser Ser Ser Ser Ala Cys Pro Ala Asn Ser Ser 

5 10 15 

Glu Glu Glu Leu Pro Val Gly Leu Glu Val His Gly Asn Leu Glu Leu 

20 25 30 

Val Phe Thr Val Val Ser Thr Val Met Met Gly Leu Leu Met Phe Ser 

35 40 . 45 

Leu Gly Cys Ser Val Glu lie Arg Lys Leu Trp Ser His He Arg Arg 

50 55 60 

Pro Trp Gly He Ala Val Gly Leu Leu Cys Gin Phe Gly Leu Met Pro 
65 70 75 80 

Phe Thr Ala Tyr Leu Leu Ala He Ser Phe Ser Leu Lys Pro Val Gin 

85 90 95 

Ala He Ala Val Leu lie Met Gly Cys Cys Pro Gly Gly Thr He Ser 

100 105 HO 

Asn Val Phe Thr Phe Trp Val Asp Gly Asp Met Asp Leu Ser lie Ser 
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115 120 125 

Met Thr Thr Cys Ser Thr Val Ala Ala Leu Gly Met Met Pro Leu Cys 

130 135 140 

He Tyr Leu Tyr Thr Trp Ser Trp Ser Leu Gin Gin Asn Leu Thr He 
145 150 155 . 160 

Pro Tyr Gin Asn lie Gly He Thr Leu Val Cys Leu Thr He Pro Val 

165 170 175 

Ala Phe Gly Val Tyr Val Asn Tyr Arg Trp Pro Lys Gin Ser Lys He 

180 185 190 

He Leu Lys lie Gly Ala Val Val Gly Gly Val Leu Leu Leu Val Val 

195 200 205 

Ala Val Ala Gly Val Val Leu Ala Lys Gly Ser Trp Asn Ser Asp He 

210 215 220 

Thr Leu Leu Thr He Ser Phe lie Phe Pro Leu He Gly His Val Thr 
225 230 235 240 

Gly Phe Leu Leu Ala Leu Phe Thr His Gin Ser Trp Gin Arg Cys Arg 

245 250 255 

Thr lie Ser Leu Glu Thr Gly Ala Gin Asn lie Gin Met Cys lie Thr 

260 265 270 

Met Leu Gin Leu Ser Phe Thr Ala Glu His Leu Val Gin Met Leu Ser 

275 280 285 

Phe Pro Leu Ala Tyr Gly Leu Phe Gin Leu He Asp Gly Phe Leu lie 

290 295 300 

Val Ala Ala Tyr Gin Thr Tyr Lys Arg Arg Leu Lys Asn Lys His Gly 
305 310 315 320 

Lys Lys Asn Ser Gly Cys Thr Glu Val Cys His Thr Arg Lys Ser Thr 

325 330 335 

Ser Ser Arg Glu Thr Asn Ala Phe Leu Glu Val Asn Glu Glu Gly Ala 
340 345 350 
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He Thr Pro Gly Pro Pro Gly Pro Met Asp Cys His Arg Ala Leu Glu 

355 360 365 

Pro Val Gly His lie Thr Ser Cys Glu 

370 375 
<210> 15 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 15 

tctgccatac gaggaaatcg a 
<210> 16 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 16 ' 

caggagtgat ggcaccttct tc 
<210> 17 
<211> 28 . 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Probe 
<400> 17 

tcttccagag agaccaatgc cttcttgg 
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